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Applicant's amendments and remarks filed on 02/15/2007 are acknowledged. Claims 2- 
7 and 16-28 have been canceled. Claim 1 has been amended. 

The rejections under 35 U.S.C. 112, first paragraph; 35 U.S.C. 112, first paragraph; and 
35 U.S.C. 102(b) of the Office Action dated 1 1/16/2006 have been overcome by the 
applicant's amendments. 

Claims 1 and 8-15 are currently pending in this application. 

The following is new rejection(s) necessitated by Applicant's amendment filed on 

02/15/2007. 

35 U.S.C. 103(a) rejection 

1. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 
of this title, if the differences between the subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill in the art 
to which said subject matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 

Claims 8-15 and the amended claim 1 are rejected under 35 U.S.C. 103 (a) as being 
unpatentable over Driscoll et al. (Driscoll) (U.S. Patent No. 4,788,181) in combinations 
with Wierenga (U.S. Patent 4,140,850) in view of Meyer et al. (Meyer) (U.S. Patent 
5,574,142) of record. 

Like the instantly claimed invention, the Driscoll's patent teaches the cytidine and 
dideoxycytidine compounds and their monophosphates wherein R 1 = NH 2 ; Y = N or C; 
R 7 = alkyl or H; R 3 = '=0'; R 8 = H; Z=C; R 2 = H; R 4a = H or OH; R 4 = H or OH; R 5 = H or OH 
and R 6 = CH 2 OH (see structures in col. 2, lines 60-65; col. 3-4, Scheme I, 4 & 10; col. 5, 
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16 & 18>21 ; col.6, 1 & 24; and col.7, 3 &26). The prior art discloses that said 
compounds are useful in the anti-viral therapy, both against RNA viruses and against 
DNA viruses (col.2 t lines 37-39). In the amended claim 1, there is one point of 
unsaturation at the 3,4-position and the 5-position being substituted with R 8 , an 
unsubstituted alkyl, however Driscoll discloses compounds of structure 4 and 7 (col. 3 to 
4) wherein there are two unsaturations at the position 3,4 and 5,6, it would have been 
obvious to one skilled in the art to accomplish a compound with only one point of 
unsaturation at the 3,4-position and the 5-position being substituted with R 8 , an 
unsubstituted alkyl, through routine experimentation in the absence of unexpected 
results with a particular combination. Furthermore, Driscoll's patent discloses that any 
substitution on nucleoside compound such as in the structure 1 in col.6 can make the 
compound more susceptible to penetration of the blood-brain barrier and therefore 
effective against the AIDS virus in brain (col.7, lines 58-63). The Driscoll's patent also 
discloses that said nucleoside compounds can be phosphorylated at the C-5' position to 
form nucleotides; both the unphosphorylated and the phosphorylated compounds can 
be administered to an infected host via orally, intravenously, or the like (col. 3, lines 57- 
60). The prior art discloses that the lower doses of monophosphorylated nucleoside 
compounds can be required for the protection of HTLV-III/LAV infected cells because 
their triphosphate formation is facilitated when penetrated the cell membrane (col.7, 
lines 25-36). Therefore, with regard to claims 8 and 10 wherein C-5' is phosphorylated 
with the group R 6 , it would be within the scope of the artisan in this art to accomplish the 
nucleotides of said compounds through routine experimentation by phosphorylating the 
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C-5' position to form nucleotides because the prior art teaches that the triphosphate 
formation of a monophosphorylated nucleoside is facilitated when a 
monophosphorylated nucleoside is penetrated into the cell membrane conjugates, in the 
absence of unexpected results with a particular combination. 

It is noted that in the compound claims 9 and 1 1 , the recitation of an intended use such 
in vivo cleavage of said compound after entry into a cell not afforded any patentable 
weight. 

The Wierenga's patent teaches the nucleoside compounds wherein R 1 = -0'; Y = N; 
R 7 = alkyl; R 3 = '=0'; R 8 = H; Z=C; R 2 = '=0'; R 4a = OH; R 5 = OH and R 6 = CH 2 OH (see 
structures in col.2, lines 20-30; col.5 to col. 8, Table I & II). Silicon substituted hydroxyl 
group of a ribose moiety is also disclosed (col. 10, lines 45-55). The pharmaceutical 
preparations of said compounds are useful for their activity in vitro against various 
susceptible DNA viruses (col.5, lines 1-20). 

The formulation of claims 12-15 differs from the Driscoll and Wierenga's patents by 
claiming a formulation of nucleoside compound and a second compound A-B of claim 
12. The Driscoll and Wierenga's patents teach a pharmaceutical composition of said 
nucleosides in the absence of a second compound A-B and a polycationic carrier. It is 
noted that the Driscoll patent does not teach a phosphorus moiety substituted with a 
linker "L". 
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Meyer teaches the pharmaceutical compositions containing oligonucleotides 
covalently linked through a peptide moiety to a carrier moiety, which facilitates delivery 
of said drug (col. 1 , lines 5-10). Meyer discloses surfactant carriers similar to instantly 
claimed A-B, having a hydrophilic and a hydrophobic residue (col.4, lines 27-35 and Fig. 
7). Meyer discloses a nucleotide (ODN) with a modified phosphor-di-ester group 
wherein the C-5' position of the nucleoside is linked to a phosphate group having an 
alkyl group linker (Fig. 3). Meyer also discloses the use of polyamine carriers or cationic 
macromolecules in the composition to enhance the cellular uptake of said composition 
(col.4, lines 37-49). The polycationic carriers such as dendrimers are disclosed (Fig. 9). 
Meyer discloses said composition in aqueous form for topical application (col. 19, lines 
26-27). 

It would have been obvious to person having ordinary skill in the art at the time the 
invention was made having the above-cited references before him, to select any 
substitution for variable R 1 - R 18 in nucleoside compounds as taught by the Driscoll and 
Wierenga's patents and combining with a second compound A-B and a polycationic 
carrier to form a formulation to enhance the cellular uptake of said composition as 
taught by Meyer. The motivation is provided by the Driscoll patent because Driscoll 
disclosed that the lower doses of said monophosphorylated nucleoside compounds are 
needed for the protection of HTLV-III/LAV infected cells because their triphosphate 
formation is facilitated when said compounds are penetrated into the cell membrane 
(col. 7, lines 25-36). 
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Rejection Maintained 

Rejection of claims 1 and 8-15 under 35 U.S.C. 103(a) is maintained for the reasons of 
record. 

Applicant's arguments traversing the rejection of claims 1 and 8-15 under 35 U.S.C. 
103(a) have been fully considered but they are not persuasive. 

Response to Arguments 

Applicant argue, "The 1 ,3,5-triazine of Driscoll cannot be substituted at the 5-position 

without making a quaternary nitrogen, and does not teach an unsubstituted alky] in the 
5-position of the triazine ring. Thus, the compounds of Driscoll fail to teach all the 
lements of the amended claims." 

In the amended claim 1 , there is one point of unsaturation at the 3,4-position and the 5- 
position being substituted with R 8 , an unsubstituted alkyl, however Driscoll discloses 
compounds of structure 4 and 7 (col. 3 to 4) wherein there are two unsaturations at the 
position 3,4 and 5,6, it would have been obvious to one skilled in the art to accomplish a 
compound with only one point of unsaturation at the 3,4-position and the 5-position 
being substituted with R 8 , an unsubstituted alkyl, through routine experimentation in the 
absence of unexpected results with a particular combination. 

2. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office Action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07 (a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 

Examiner should be directed to Devesh Khare whose telephone number is (571)272- 
0653. The examiner can normally be reached on Monday to Friday from 8:00 to 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anna Jiang, Supervisory Patent Examiner, Art Unit 1623 can be reached at 
(571 )272-0627. The official fax phone numbers for the organization where this 
application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 



Devesh Khare, Ph.D.,J.D. 
Art Unit 1623 
April 30, 2007 



